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Excitatory Amino Acid-Induced Neurotoxicity," Neuron 6:445-454. Di Stasi et 
al discloses the results of a study on the expression of fodrin during 
development of cultured cerebellar granule cells. Di Stasi et al discloses that 
Ca^Vcalpain I-dependent proteolysis of fodrin in these cells is selectively 
associated with NMDA receptor activation. However, Di Stasi et al does not 
disclose methods for using a composition comprising (a) purified fragment of 
fodrin which has glutamate uptake inhibition activity, and (b) purified fragment 
of IPF having synaptic vesicle glutamate uptake inhibition activity,^(c) purified 
fragment of fodrin having glutamate uptake inhibition activity, wherein the 
fragment comprises a peptide having the sequence EAALTSEEVG within 150 
amino acids of its C-terminus, and (d) purified peptide having glutamate uptake 
inhibition activity with an N-terminus sequence comprising the sequence 
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Fischer-Bovenkerk et ai (1988) "ATP-Dependent Glutamate Uptake into 
Synaptic Vesicles from Cerebellar Mutant Mice," J. Neurochem. 51:1054-1059. 
Fischer-Bovenkerk et ai discloses that the ATP-dependent glutamate uptake 
system observed in crude synaptic vesicles prepared from mouse cerebellum has 
properties similar to those observed in highly purified bovine cortex synaptic 
vesicles. Using crude synaptic vesicle preparations from mutant mice, Fischer- 
Bovenkerk et al. also discloses that the ATP-dependent glutamate uptake 
system is present in granule cells, but not in Purkinje cells. Unlike the claimed 
invention, Fischer-Bovenkerk et al. does not disclose methods for using a 
composition comprising (a) purified fragment of fodrin which has glutamate 
uptake inhibition activity, and (b) purified fragment of IPF having synaptic 
vesicle glutamate uptake inhibition activity, (c) purified fragment of fodrin 
having glutamate uptake inhibition activity, wherein the fragment comprises a 
peptide having the sequence EAALTSEEVG within 150 amino acids of its C- 
terminus, and (d) purified peptide having glutamate uptake inhibition activity 
with an N-terminus sequence comprising the sequence YHRFK; 
Harris et al (1989) "Calmodulin Regulates Fodrin Susceptibility to Cleavage by 
Calcium-dependent Protease I" J. Biol. Chem. 264:17401-17408. Harris et al 
investigates the interaction of cahnodulin and calcium-dependent protease I 
(CDP-1) with fodrin. Harris et al discloses that calmodulin and CDP-1 act 
synergistically in the regulated proteolysis of fodrin, Harris et al is 
distmguished from the claimed invention in that it does not disclose methods 
for using a composition comprising (a) purified fragment of fodrin which has 
glutamate uptake inhibition activity, and (b) purified fragment of IPF having 
synaptic vesicle glutamate uptake inhibition activity, (c) purified fragment of 
fodrin having glutamate uptake inhibition activity, wherein the fragment 
comprises a peptide having the sequence EAALTSEEVG within 150 amino 
acids of its C-terminus, and (d) purified peptide having glutamate uptake 
inhibition activity with an N-terminus sequence comprising the sequence 
YHRFK; 
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Lewis et al. (1997) "Synaptic Vesicle Glutamate Uptake in Epileptic (EL) 
Mice." Neurochem. Int. 31:581-585. Lewis ei al. discloses glutamate uptake 
activity in synaptic vesicles isolated from various brain regions in epileptic 
(EL) mice and nonepileptic control mice. However, Lewis et al. does not 
disclose methods for using a composition comprising (a) purified fragment of 
fodrin which has glutamate uptake inhibition activity, and (b) purified fragment 
of IPF having synaptic vesicle glutamate uptake inhibition activity, (c) purified 
fragment of fodrin having glutamate uptake inhibition activity, wherein the 
fragment comprises a peptide having the sequence EAALTSEEVG within 150 
amino acids of its C-terminus, and (d) purified peptide having glutamate uptake 
inhibition activity with an N-terminus sequence comprising the sequence 
YHRFK; 

Martin et al (1995) "Proteolysis of Fodrin (Non-erythroid Spectrin) during 
Apoptosis," J. Biol. Chem. 270:6425-6428. Martin et al. discloses that fodrin 
becomes cleaved during apoptosis which is induced by ligation of the CD3/T 
cell receptor complex, ligation of CD95, or treatment of cells with 
staurosporine, glucocorticoid, or synthetic ceramide. Nonetheless, Martin et al. 
does not disclose methods for using a composition comprising (a) purified 
fragment of fodrin which has glutamate uptake inhibition activity, and (b) 
purified fragment of IPF having synaptic vesicle glutamate uptake inhibition 
activity, (c) purified fragment of fodrin having glutamate uptake inhibition 
activity, wherein the fragment comprises a peptide having the sequence 
EAALTSEEVG within 150 amino acids of its C-terminus, and (d) purified 
peptide having glutamate uptake inhibition activity with an N-terminus 
sequence comprising the sequence YHRFK; 

Otswald et al. (1994) *'Subcellular Distribution of Calpain and Calpastatin 
Immunoreactivity and Fodrin Proteolysis in Rabbit Hippocampus After Hypoxia 
and Glucocorticoid Treatment," J. Neurochem. 63:1069-1076. Otswald aL 
discloses that glucocorticoid pretreatment of hypoxic rabbits prevented the 
increase in fodrin breakdown product that occurred in untreated animals during 
hypoxia and short-term recovery, indicating impairment of calpain activation. 
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However, Otswald et al. does not disclose methods for using a composition 
comprising (a) purified fragment of fodrin which has glutamate uptake 
inhibition activity, and (b) purified fragment of IPF having synaptic vesicle 
glutamate uptake inhibition activity, (c) purified fragment of fodrin having 
glutamate uptake inhibition activity, wherein the fragment comprises a peptide 
having the sequence EAALTSEEVG within 150 amino acids of its C-terminus, 
and (d) purified peptide having glutamate uptake inhibition activity with an N- 
terminus sequence comprising the sequence YHRFK; 

6zkan et al. (1997) "A protein factor that inhibits ATP-dependent glutamate 
and y-aminobutyric acid accumulation into synaptic vesicles: Purification and 
initial characterization," Proc. Natl. Acad. Sci. USA 94:4137-4142. Ozkan et 
al. is not prior art since it appears in an issue which was received by the 
University of California at San Francisco Library on April 29, 1997, i.e., after 
the filing date of the instant application;* 

Shioi et al. (1989) "Glutamate uptake into synaptic vesicles of bovine cerebral 
cortex and electrochemical potential difference of proton across the membrane," 
Biochem. J. 258:499-504. Shioi et al. discloses that the ATP hydrolysis 
generates the protonmotive force for glutamate uptake into highly purified 
synaptic vesicles from the bovine cerebral cortex. However, Shioi et al. does 
not disclose methods for using a composition comprising (a) purified fragment 
of fodrin which has glutamate uptake inhibition activity, and (b) purified 
fragment of IPF having synaptic vesicle glutamate uptake inhibition activity, (c) 
purified fragment of fodrin having glutamate uptake inhibition activity, wherein 
the fragment comprises a peptide having the sequence EAALTSEEVG within 
150 amino acids of its C-terminus, and (d) purified peptide having glutamate 
uptake inhibition activity with an N-terminus sequence comprising the sequence 
YHRFK; 

• Siman et al. (1984) "Brain fodrin: Substrate for calpain I, an endogenous 

calcium-activated protease," Proc. Natl. Acad. Sci. USA 81:3752-3576. Siman 

A copy of the stamp receipt dated 04/29/97 was enclosed at Tab 1 with the IDS that 
was mailed in the the prior application serial no. 08/840,006, 
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et al. discloses that purified calpain I degrades both purified fodrin and the 
fodrin present in hippocampal and cerebellar membranes. Siman et al. also 
discloses that fodrin degradation was selective, rapid, and is accompanied by 
the appearance of a lower molecular weight breakdown product. Siman et al. 
is distinguished from the claimed invention since it does not disclose methods 
for using a composition comprising (a) piuified fragment of fodrin which has 
glutamate uptake inhibition activity, and (b) purified fragment of IPF having 
synaptic vesicle glutamate uptake inhibition activity, (c) purified fragment of 
fodrin having glutamate uptake inhibition activity, wherein the fragment 
comprises a peptide having the sequence EAALTSEEVG within 150 amino 
acids of its C-terminus, and (d) purified peptide having glutamate uptake 
inhibition activity with an N-terminus sequence comprising the sequence 
YHRFK; 

Siman et al. (1985) "Regulation of glutamate receptor binding by the 
cytoskeletal protein fodrin," Nature 313:225-228. Siman et al discloses that 
fodrin controls membrane receptors since fodrin antibodies block the fodrin 
degradation and increase in glutamate binding normally induced by calciimi. 
Siman et al does not disclose methods for using a composition comprising (a) 
purified fragment of fodrin which has glutamate uptake inhibition activity, and 
(b) purified fragment of IPF having synaptic vesicle glutamate uptake inhibition 
activity, (c) purified fragment of fodrin having glutamate uptake inhibition 
activity, wherein the fragment comprises a peptide having the sequence 
EAALTSEEVG within 150 amino acids of its C-terminus, and (d) purified 
peptide having glutamate uptake inhibition activity with an N-terminus 
sequence comprising the sequence YHRFK; 

Wang et al (1989) "Calmodulin-binding proteins as calpain substrates," 
Biochem. J. 262:693-706. Wang et al reviews calmodulin binding proteins 
which include enzymes and cytoskeletal/structural proteins. Wang et al. 
discloses that calmodulin increases the rate of degradation of fodrin by calpain. 
Nonetheless, Wang et al does not disclose methods for using a composition 
comprising (a) purified fragment of fodrin which has glutamate uptake 
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inhibition activity, and (b) purified fragment of IPF having synaptic vesicle 
glutamate uptake inhibition activity, (c) purified fragment of fodrin having 
glutamate uptake inhibition activity, wherein the fragment comprises a peptide 
having the sequence EAALTSEEVG within 150 amino acids of its C-terminus, 
and (d) purified peptide having glutamate uptake inhibition activity with an N- 
terminus sequence comprising the sequence YHRFK; 

Winter et al. (1993) "Glutamate Uptake System in The Presynaptic Vesicle: 
Glutamic Acid Analogs as Inhibitors and Alternate Substrates," Neurochem. 
Res. 18(l):79-85. Winter et al. discloses the effect of naturally occurring 
amino acids, their isomers and synthetic analogs on inhibiting the uptake of 
glutamate into presynaptic vesicles from bovine cerebral cortex. However, 
Winter et al, does not disclose methods for using a composition comprising (a) 
purified fragment of fodrin which has glutamate uptake inhibition activity, and 
(b) purified fragment of IPF having synaptic vesicle glutamate uptake inhibition 
activity, (c) purified fragment of fodrin having glutamate uptake inhibition 
activity, wherein the fragment comprises a peptide having the sequence 
EAALTSEEVG within 150 amino acids of its C-terminus, and (d) purified 
peptide having glutamate uptake inhibition activity with an N-terminus 
sequence comprising the sequence YHRFK; and 

GenBank Accession Number U26396. This document discloses the mRNA and 
partial CDS sequences of human fetal alpha II spectrin. However, this 
document does not disclose methods for using a composition comprising (a) 
purified fragment of fodrin which has glutamate uptake inhibition activity, and 
(b) purified fragment of IPF having synaptic vesicle glutamate uptake inhibition 
activity, (c) purified fragment of fodrin having glutamate uptake inhibition 
activity, wherein the fragment comprises a peptide having the sequence 
EAALTSEEVG within 150 amino acids of its C-terminus, and (d) purified 
peptide having glutamate uptake inhibition activity with an N-terminus 
sequence comprising the sequence YHRFK. 
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construed as a representation that a search has been made, that additional information material 
to the examination of this application does not exist, or that any one or more of these citations 
constitutes prior art. 
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